The clinical significance of endothelial polymegathism is uncertain. Although it is generally acknowledged that polymegathism occurs in diseased corneas, the precise pathology has not been identified. Until now nobody has been able to relate polymegathism to essential endothelial structures such as pump sites. There is some evidence, at least at an anecdotal level, that corneas exhibiting polymegathism have a reduced functional reserve capacity and that they are more prone to develop oedema after cataract surgery.4 The decreased functional reserve has also been demonstrated in controlled experiments on humans subjected to hypoxic stress.' Uncertainty about the clinical significance of polymegathism is due to the paucity of reports of corneal disease associated with the phenomena. Polymegathism is common in contact lens wearers and in diabetics, but it is very unusual for patients with polymegathism as a result of hard contact lens wear to go on to develop corneal failure and bullous keratopathy, or for patients with diabetes and polymegathism to suffer a similar fate.
The findings set out in the paper by Ohguro et al may have direct clinical benefits. If the decreased functional reserve capacity ascribed to patients with polymegathism is real then the risk of anterior segment surgery to the cornea may be reduced by the use of topical preparations of aldose reductase inhibitors. However, the importance of the observations may go beyond this.
Firstly, there is the prospect of the development of pharmacology relevant to the complicated and important metabolism of the corneal endothelium pump; even though the precise physiological mechanisms of this are not fully understood, the prospects of pharmacological manipulation are tantalising. Secondly, the prospect of reducing the systemic complications of diabetes by medical means opens the way to new opportunities on a broader front. 28 If we are to explore these possibilities further, more needs to be known about the basic biology of the cornea. Much has been learned recently, but much more remains unknown. 
